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Description 

FIELD OF THE INVENTION 

5 [0001] The present invention relates to a sustained release preparation for the purpose of maintaining sustained 
efficacy of a medicine for a human being and an animal. 

BACKGROUND OF THE INVENTION 

10 [0002] Sustained release of a lipophilic drug has been studied by using a hydrophobic polymer substance as a carrier 
for a preparation. A principle of release of a lipophilic drug from a hydrophobic polymer is based on diffusion, that is, 
after a preparation is implanted into the living body, a lipophilic drug moves to surrounding tissues by diffusion from 
the surface of the preparation, and released thereby. The decreased concentration of the lipophilic dmg adjacent to 
the surface of the preparation leads to movement of the lipophilic drug from an area where the concentration! of the 

15 drug is high to an area where the concentration of the drug is low, in the state that the drugs were dissolved in a 
hydrophobic polymer. The movement speed is determined by the concentration gradient and the diffusion coefficient 
of the drug as described by Fick's first law. Accordingly, as a factor which influences the release rate of the lidophillc 
drug, there are the concentration of the lipophilic drug in the preparation, the dissolution rate of the lipophilic drlig in a 
carrier, and the diffusion coefficient which is determined by a combination of the lipophilic drug and a carrier. 

20 [0003] As a method of controlling the release of a lipophilic drug according to the principle as described above, there 

-.^-.r^^rejTialnly two methods as follows: -onc^f^htehHs^Tiftct hcd o f c o ating a layer which contains the lipophilic Gtug by^-^- 



using a polymer film (capsule method), and another is a method of dispersing the lipophilic drug in a polymer layer 
(matrix method). 

[0004] An example of capsule includes Norplant™ (described in U.S. Patent No.3,279,996). Norplant™ is a prepa- 
ys ration wherein a powdery levonorgestrel is filled in a cylindrical silicone container, of which efficacy can be maintained 
in the living body during 5 years. A capsule is designed so that the diffusion of a lipophilic drug in a polymer becomes 
a time-limiting factor. Accordingly, over a period when the concentration of the lipophilic drug in a capsule is higher 
than the solubility of the lipophilic drug to a polymer film, the drug-release is kept at a constant rate. However, as 
described in Contraception, 27(5).483-495,1983, the release rate of the drugs is not constant and gradually decline 
30 with time. Since the article discloses that the body fluid infiltrates into a capsule in a period during which the preparation 
has been implanted, it is considered that the concentration of a lipophilic drug in a capsule declined with time, and it 

Irtri fo fniliirn in Irnnrii n n frhn rnlnn^n r ntfr nf th r^ fin in nnneiani An n th A f ftYflm n lPi nf a l^an*^ilft that wh^rgln 5 Q%(w/W^ 
llTVl TV lOilUiO III nCCUIIlM ItlO lOlCClOO TUIC! i/TtllCr \JrU^ t^UI lOtCSlltt. r^llUllld WAeill l|i#IO VT-^Arof^wWt^-t^-wtw* I 

levonorgestrel in a silicone without a filler is filled Into a silicone container. A filler is micro particles such as silica 
(anhydrous silicic acid) which are added to silicone for enhancing the physical strength thereof, of which content is 

35 known to influence the release rate of a lipophilic drug. While the preparation shows an almost zero-order release 
behavior, such zero-order release can be accomplished only when the following conditions are satisfied as described 
in the above article. Namely, it is necessary that the dissolution and diffusion of a lipophilic drug in a carrier are very 
rapid and that the rate of the drug diffusing in the wall of a container becomes a rate-limiting factor, thereby the con- 
centration of a lipophilic drug on the surface of the preparation is always kept constant. Because the rates of the 

40 lipophilic drug dissolving and diffusing in carrier and container materials depend on the physical features of the lipophilic 
drug, the carrier and the container materials, a combination of the materials suitable for each of lipophilic drugs must 
have been determined. 

[0005] An example of a matrix includes Compudose™ wherein estradiol disperses in silicone (Japanese Patent 
Publication(Tokkaisho) No.45694/1980). In the case of the matrix, a lipophilic drug is released from the surface of the 
"^5 preparation, and the concentration of the lipophilic drug around the surface decreases, which leads to diffusion of the 
lipophilic drug from the central part of the preparation with high concentration of the drug thereby the release of the 
drug continues. The concentration of the lipophilic drug in a carrier polymer decreases with time, and therefore, the 
drug usually shows the first-order release behavior that the release rate of the drug decreases with time (Contraception, 
27(5).483-495,1983). 

50 [0006] In addition to the purpose of accomplishing the release of the lipophilic drug at a constant rate, several studies 
have been performed for the purpose of enhancing the release rate of the lipophilic drug from a hydrophobic polymer 
material. For example, controlling the release rate of a lipophilic drug has been studied by using a liquid additive which 
has a compatibility with a hydrophobic polymer material such as polyethylene glycol, glycerol and the like (Drug De- 
velopment and Industrial Pharmacy, 1 3(9-1 1).1 91 5-1 932(1 987). Proceed. Intern. Symp. Control. Rel. Bioact. Mater., 

55 1 4. 223-224(1 987). and Arch. Pharm. Res. 1 2(3), 1 91 -1 95 (1 989)). This alms at enhancing the drug-release by mixing 
a lipophilic drug with a homogeneous mixture of a hydrophobic polymer material and an additive to improve diffusion 
of the lipophilic drug in the hydrophobic polymer. In addition, a method using a solid additive such as sodium chloride 
was also studied (IL PHARMACO, 50(7.8), 549-554(1 995)). by which a marked enhancement effect of the drug-release 
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was not obtained. In Proceed. Intern. Symp. Control. Rel. Bioact. Mater.,12, 145-146(1985), the rate of a lipophilic drug 
permeating a film which was prepared by mixing a solid additive such as lactose and sorbitol with silicone was tested, 
which showed that addition of these substances led to decrease in the permeation rate of the lipophilic drug. In addition, 
Japanese Patent Publication (Tokkaisho) No.1 0031 5/1 980 discloses a silicone rubber-based depot formulation for 

s sustained release of an active component which is characterized by containing a release-enhancing substance dis- 
solved in an amount corresponding to 2-50% by weight of silicone rubber, and specifically the release-enhancing sub- 
stance includes alcohols, esters, ethers, and ketones which are lipophilic but practically water-insoluble. In all of the 
method stated above, although the release rate of the lipophilic dmg may be enhanced, the typical first-order release 
behavior is found wherein the drug-release progresses from the entire surface of the preparation and wherein diffusion 

10 of lipophilic dmg in a carrier is a rate-limiting factor. Thus, the method failed to accomplish a drug-release at a constant 
rate. 

10007] On the other hand, Japanese Patent Publication (Tokkaihei) No. 187994/1 995 discloses a technique which 
allows a sustained release of water-soluble drugs at a constant rate. However, as described in said specification, the 
mechanism of the release of a lipophilic drug and a water-soluble drug quite differs each other, and therefore, such 
IS technique for controlling the release of a water-soluble drug cannot be applied to a lipophilic drug. 

[0008] As stated above, there is no technique which allows sustained release of a lipophilic drug at a constant rate 
and which is applicable to various lipophilic drugs until now. 

PROBLEM TO BE SOLUBLED BY THE INVENTION 

20 

t^^^^XQQQQl . 41 is gSf?erally .<5QEslde?^lh2*-i±:ijg-r sustalf^ed-relGasoprcpG^atiorr^jf^ophiV^c^drUyS depends^^ ^*^ 

on the elution of the drug from the surface of the preparation, at which the drug contacts water, thereby the concentration 
of the drug in the inside of the preparation decreases, and on the accompanying diffusion of the drug in the preparation. 
A lipophilic drug is hard to dissolve in water, which suppresses the doig-release from the preparation. Accordingly, in 

25 some drugs, the release of a sufficiently effective amount of the drug may not be accomplished. In addition, the drug- 
release rate depends on the concentration of the drug in the preparation, the amount of the drug which is released 
during a certain period of time decreases with the decreased concentration of the drug in the preparation Accordingly, 
even if the initial drug-release is enough, the released amount of the drug gradually decreases, thereby the constant 
drug-release cannot be retained. If an additive is added to the preparation to enhance the drug-release, the initial 

30 release amount of the drug increases but the drug- release gradually decreases. That is, the constant drug-release 
over a long period of time cannot be accomplished. In such a situation, it is desired that a sustained release preparation 
of a 4fpophtHc drug wheretftihe drug-release tjan^te and irore preferably, or^eiftrtteretn art excess of the 

initial drug-release is suppressed and wherein the sustained release of the constant amount of drug can be effected 
over a long period of time. 

35 

MEANS TO SOLVE THE PROBLEM 

[0010] The inventors have eagerly studied for solving the problem and accomplished, as a sustained release prep- 
aration of a medicament 4or a human being and an animal, a sustained release preparation of lipophilic dmgs wherein 
40 the release of lipophilic drugs, which is usually suppressed because it is hard to dissolve in water, is enhanced, and 
wherein the release rate thereof can be controlled. By further modifying this preparation, the inventors have accom- 
plished a sustained release preparation of lipophilic drugs which allows suppressing an excessive initial drug-release 
and effecting sustained release of the practically constant amount of the drug over a long period of time. 
[001 1] That is, the present invention relates to the followings: 

45 

[1] A sustained release preparation of a lipophrlic drug, comprising a drug dispersion wherein the lipophilic drug 
and a water-soluble substance are dispersed, in a solid state at the body temperature of an animal or a human 
being to which the preparation is to be administered, in a water-impermeable and biocompatible material. 
[2] The sustained release preparation of a lipophilic drug as described in item [1], which is a rod preparation com- 
so prising a drug dispersion and a coating layer, wherein 

in said dmg dispersion the lipophilic drug and the water-soluble substance are dispersed, in a solid state at 
the body temperature of an animal or a human being to which the preparation is to be administered, in a water- 
impermeable and biocompatible material, 
55 said coating layer comprises a water-impermeable and biocompatible material which is same as or different 

from that used for said drug dispersion, and 

said drug dispersion is exposed from the surface of the preparation at one or both end(s) of the axial direction 
thereof. 
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[3] The sustained release preparation of a lipophilic drug as described in item [1] or [2] wherein the water-imper* 

meable and biocompatible material is a biocompatible polymer material. 

[4] The sustained release preparation of a lipophilic drug as described in item [1] or [2] wherein the water-imper- 
meable and biocompatible material is silicone. 
5 [5] The sustained release preparation of a lipophilic drug as described in any one of items [1 ]-[4] wherein the water- 

soluble substance is an amphipathic substance. 

[6] The sustained release preparation of a lipophilic dnjg as described in any one of items [1 ]-[4] wherein the water- 
soluble substance is polyethylene glycol, polyoxyethylene polyoxypropylene glycol, or sucrose esters of fatty acids. 
[7] The sustained release preparation of a lipophilic drug as described in any one of items [1]-[4] wherein the water- 
to soluble substance is sodium lauryt sulfate or sodium desoxychotic acid. 

[8] The sustained release preparation of a lipophilic drug as described in any one of items [1 ]-[4] wherein the'water- 
soluble substance is sugars. 

[9] The sustained release preparation of a lipophilic drug as described in any one of Items [1 ]-[4] wherein the water- 
soluble substance is an amino acid. | 
15 [10] The sustained release preparation of a lipophilic drug as described in any one of items [1]-[4] wherein the 

water-soluble substance is a water-soluble drug. 

[11] The sustained release preparation of a lipophilic drug as described in any one of items [1H10] wherfein the 
lipophilic drug is ivermectin, ceftiofur, dexamethasone, or estradiol. ' 

20 [0012] The constitution of the present invention provides the following effects: 



(1) The constitution of a drug dispersion that a lipophilic drug and a water-soluble substance are dispersed in a 
solid state in a water-impermeable and biocompatible material allows consecutively dissolving the water-soluble 
substances from the surface to the inside of the drug dispersion in water thereby water continuously infiltrates into 

25 the inside of the preparation Thus, a preparation of the present invention controls the extent of the contact of a 

lipophilic drug with water in a manner as described above to effect the infiltration of water, thereby the release of 
the lipophilic drug, which is usually suppressed because the drug is hard to dissolve in water, is enhanced, and 
its release rate can be controlled. 

(2) By selecting a water-soluble substance, the infiltration rate of water in the inside of the preparation can be 
30 adjusted, which allows controlling the release rate of lipophilic dmgs. In addition, by selecting a water-soluble 

substance, the dissolution rate of the lipophilic drug can be also controlled due to the dissolution-enhancing effect 
of a water-soluble substcinue wfiicfi is dissolved in water infiltrated into the preparation, on the lipophilic drug. The 
release rate of a lipophilic substance can be enhanced by using, for example, an amphipathic substance as a 
water-soluble substance, and the release rate of the lipophilic substance can be varied by adjusting the amount 
35 of the water-soluble substance to be used. 

(3) In addition, according to the present invention, a cylindrical drug dispersion wherein the lipophilic drug and a 
water-soluble substance are dispersed in a state of solid in a water-impermeable and biocompatible material is 
coated with a water-impermeable and biocompatible material to prepare a preparation of the above item [2], thereby 
the exposed portion of the drug dispersion at the surface of the preparation is limited, which enables controlling 

40 the infiltration of water into the inside of said preparation. Thus, by further controlling the extent of contact of the 

lipophilic drug with water, a preparation of the present invention of the above item [2] suppresses an excessive 
initial release and a practically constant amount of the drug can be released over a long period of time. 

[0013] The present invention will be described in detail as follows: 
45 [0014] A lipophilic drug and a water-soluble substance may be in any form so long as they are dispersed in the above 
water-impermeable and biocompatible material in a solid state at the body temperature of an animal or a human being 
to which the preparation is to be administered, which includes, for example, 

(1 ) a homogeneous solid with a lipophilic drug and a water-soluble substance (for example, a solid which is obtained 
so by dissolving the drug and the substance in a solvent in which both of them can be dissolved, followed by removing 

the solvent); 

(2) a solid wherein the lipophilic drug and the water-soluble substance are in a separate solid, and 

(3) a solid wherein the lipophilic drug is coated with the water-soluble substance. 

55 [0015] To a solid comprising a lipophilic drug and a water-soluble substance, a water-impermeable and biocompatible 
material, or both of the solid comprising a lipophilic drug and a water-soluble substance, and the water-impermeable 
and biocompatible material, an additive as mentioned below may be also added. 

[001 6] A lipophilic drug and a water-soluble substance which are in a solid state at the body temperature of an animal 



4 



EP 1 112 739 A1 

* • 

and a human being include those which are in a solid state at a temperature higher at least about rc than the usual 
body temperature of an animal and a human being. However, when a disease to be treated is accompanied by high 
fever, they should be in a solid at higher temperature than the usual body temperature. 

[0017] Specific examples of the temperature higher at least about 1 °C than the usual body temperature of an animal 
s and a human being include usually 38**C for an preparation to be administered to a human being, 43°C for an preparation 
to be used for a disease with high fever, usually 40''C for an preparation to be administered to an animal (such as, for 
example, canine, feline, swine, and bovine), and AS^'C for an preparation to be used for a disease with high fever. The 
body temperature of an animats is described in, for example, Clinical Diagnosis for Veterinary Internal Medicine, 3rd 
revised & enlarged ed., 2nd ed.. R. Nakamura. (Yokendo, 1982), and the minimum temperature at which the lipophilic 
10 drug and the water-soluble substance are to be in solid can be determined with reference to such a reference^ 

[001 8] A water-impermeable and biocompatible material is acceptable if only it is water-impermeable, biocompatible, 
and non-disintegrative. In addition, cracking which acts as a pathway of water in a period when a lipophilic drug is 
releasing may be formed. The term, "non-disintegrative" as herein used, means that it does not quickly disappear by 
dissolution or degradation when contacted with water, and that the shape at the initial stage can be kept diliring a 
IS desired period. 

[0019] Preferred a water-impermeable, biocompatible, and non-disintegrative material is a biocompatible polymer 
material. As the biocompatible polymer material, there are a non-biodegradable polymer and a biodegradable p6lymer. 
Typical examples of the biocompatible polymer material include, but not limited to, for the non-biodegradable polymer, 
silicone, ethylene-vinyl acetate copolymers, polyethylenes, polypropylenes, polytetrafluoroethylenes, polyurethanes, 

20 polyacrylates. polymethacrylates, and so on, preferably silicone, and more preferably Silastic*^ Medical Grade ETR 
Elastomer Q7-4750 or Dow CorningTw MDX-4-4210 Medical Grade Elastomer; and, for the biodegradable polymer, 
polyesters such as poly-lactic acid-glycolic acid copolymer (PLPG) and poly-lactic acid, poly-amino acids, poly-acid 
anhydrides. The degradation rate of a biodegradable polymer can vary depending on chemical modification and/or the 
ratio of the composition, and/or molecular weight thereof, and therefore, a biodegradable polymer having a desired 

25 degradation rate can be easily obtained. 

[0020] A coating layer is for coating a part other than a portion which is selected as a release side for a drug dispersion . 
and inhibiting infiltration of water into a preparation from a surface thereof other than that where the drug dispersion 
is exposed Accordingly, a coating layer material may be biodegradable or non-biodegradable so long as it is water- 
impermeable, biocompatible, and non-disintegrative during a period when a lipophilic dmg is releasing. 

30 [0021 ] Preferred water-impermeable, biocompatible, and non-disintegrative material is a biocompatible polymer ma- 
terial. As a biocompatible polymer material, there are a non-biodegradable polymer and a biodegradable polymer, of 
which 4ypk)afoxamples4nclud0. but fK>t4imttedt silicone, e th y len e -vfnyf acetate 

copolymers, polyethylenes, polypropylenes, polytetrafluoroethylenes, polyurethanes. polyacrylates. polymethacr- 
ylates, and so on, preferably silicone, and more preferably Silastic^" Medical Grade ETR Elastomer Q7-4750 or Dow 

35 Corning™ MDX-4-421 0 Medical Grade Elastomer; and, for the biodegradable polymer, polyesters such as poly-lactic 
acid-glycolic acid copolymer (PLPG) and poly-lactic acid, poly-amino acids, poly-acid anhydride. The degradation rate 
of a biodegradable polymer can vary depending on chemical modification and/or the ratio of the composition, and/or 
molecular weight thereof, and therefore, a biodegradable polymer having a desired degradation rate can be easily 
obtained. 

40 [0022] A lipophilic drug may be any lipophilic substance so long as it is, as a form of a preparation, in a solid state 
at the body temperature of an animal or a human being to which the preparation is to be administered. Lipophilic as 
herein used means that the solubility of a substance to water is low. which specifically includes the following natures, 
as described in Pharmacopoeia of Japan 13*^^ ed. (1996): practically insoluble (the amount of more than or equal to 
10000ml of solvent is required to dissolve 1g or 1ml of a solute), very hard to dissolve (the amount of more than or 

45 equal to 1000ml and less than 1 0000ml of solvent is required to dissolve 1 g or 1 ml of a solute), or hard to dissolve (the 
amount of more than or equal to 1 and less than 1000ml of solvent is required to dissolve 1g or 1 ml of a solute). 
[0023] Specific example of the a lipophilic drug includes, but not limited to. antibiotics such as avermectin. ivermectin, 
spiramycin, and ceftiofur; antimicrobials such as amoxicillin, erythromycin, oxytetracycline, and lincomycin; anti-infiam- 
matory agents such as dexamethasone and phenylbutasone; hormones such as levothyroxine; adrenocorticosteroids 

50 such as dexamethasone palmitate, triamcinolone acetonide. and halopredone acetate; non-steroidal anti-inflammatory 
agents such as indometacin and aspirin; therapeutic agents for arterial occlusion such as prostaglandin El ; anticancer 
drugs such as actinomycin and daunomycin; therapeutic agents for diabetes such as acetohexamide; and therapeutic 
agents for osteopathy such as estradiol. Depending on a disease or a method for application, multiple lipophilic drugs 
may be contained. In addition to the lipophilic dnjg having a direct therapeutic effect, the drug may be a substance 

55 with a biological activity, and such a substance as promotes or induces a biological activity, which includes an adjuvant 
for a vaccine, for example saponin. In such a case, incorporation of a vaccine into a preparation results in a sustained 
release preparation of a vaccine with an adjuvant. 

[0024] A water-soluble substance is a substance which plays a role of controlling infiltration of water into the inside 
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of the drug dispersion. There is no restriction in term of the water-soluble substance so long as it is in a solid state, as 
a form of a preparation, at the body temperature of an animal and a human being to which the preparation is to be 
administered, and a physiologically acceptable, water-soluble substance. In addition, only one water-soluble sub- 
stance, or a combination of two or more water-soluble substances may be used. A water-soluble substance specifically 
5 includes synthetic polymers such as polyethylene glycol; sugars such as sucrose, mannitol, glucose, dextran, sodium 
chondroitin sulfate; amino acids such as glycine and alanine; mineral salts such as sodium chloride; organic salts such 
as sodium citrate; and proteins such as gelatin and collagen. 

[0025] It is considered that infiltration of water into the inside of the drug dispersion would occur by infiltrating water 
into said drug dispersion from a part at which solid particles consisting of a lipophilic drug and a water-soluble substance 
10 contact with water (channeling), and infiltrating water into a solution of a lipophilic drug and a water-soluble substance 
by osmotic pressure to form crack of a water-impermeable and biocompatible material (cracking), through which water 
infiltrates into the inside of the drug dispersion. Accordingly, the infiltration rate of water would depend on an osmotic 
pressure of a solution of a lipophilic drug and a water-soluble substance in water. 

[0026] Generally, the molality of a low molecular weight compound is higher than that of a high molecular weight 
15 compound, and therefore, the osmotic pressure for the low molecular weight compound is higher than that for the high 
molecular weight compound. Accordingly, it is considered that the use of a low molecular weight compound as a water- 
soluble substance results in an increased effect of an osmotic pressure on the incorporation of water into the drug 
dispersion, and the incorporation of the larger amount of water accelerates the fonnation of a pathway of water by 
cracking of a drug dispersion, thereby infiltration of water into the inside of the drug dispersion is accelerated. As a 
20 result, the release-promoting effect on a lipophilic drug can be expected. 

[0027] In addition, when the water-soluble substance is an amphipathic substance, which dissolves in both an organic 
solvent and water, it has an effect of controlling the release of a lipophilic drug by altering the solubility thereof. An 
amphipathic substance includes, but not limited to, polyethylene glycol or a derivative thereof, polyoxyethylene poly- 
oxypropylene glycol or a derivative thereof, fatty acid ester and sodium alkylsulfate of sugars, and more specifically, 
25 polyethylene glycol, polyoxyl stearate 40, 

polyoxyethylene[1 96]polyoxypropylene[67] glycol, 
polyoxyethylene[105]polyoxypropylene[5]glycol, 

polyoxyethylene[160]polyoxypropylene[30]glycol, sucrose esters of fatty acids, 
30 sodium lauryl sulfate, sodium oleate, sodium desoxycholic acid (sodium deoxychollc add), of which mean molecular 

weights are more than 1500. 

[0028] In addition, a water-soluble substance may be a substance which Is water-soluble and has any activity in vivo 
such as low molecular weight drugs, peptides, proteins, glycoproteins, polysaccharides, or an antigenic substance 
35 used as vaccines, i.e., water-soluble drugs. 

[0029] The low molecular weight drugs are exemplified by bleomycin, mitomycin, fluorouracil, peplomycin sulfate, 
daunorubidne hydrochloride, hydroxyurea, neocarzinostatin, sizoflran, estramustine sodium phosphate, carboplatln. 
phosphomycin, and so on. 

[0030] Peptides, proteins, glycoproteins, or polysaccharides are exemplified by cytokines such as interferons and 
40 interleukins; hematopoietic factors such as colony-stimulating factors and erythropoietin; hormones such as growth 
hormone, growth hormone releasing factor, calcitonin, luteinizing hormone, luteinizing hormone releasing hormone, 
and insulin; growth factors such as somatomedin, nen/e growth factor, neurotrophic factors, fibroblast growth factor, 
and hepatocyte growth factor; cell, adhesion factors; immunosuppressants; enzymes such as asparaginase, superox- 
ide dismutase. tissue plasminogen activating factor, urokinase, and prourokinase; proteins involved In bone metabolism 
45 such as BMP (Bone Morphogenetic Protein); antibodies; and so on. 

[0031] For example, a preparation for treating a cancer, wherein the lipophilic drug is actinomycin or daunorubicine, 
and wherein the water-soluble substance is hematopoietic factors such as G-CSF or GM-CSF, and polyethylene glycol, 
sucrose, and so on, is expected. 

[0032] To a solid comprising a lipophilic drug and a water-soluble substance, a water-impermeable and biocompatible 
50 material, or both of the solid comprising the lipophilic drug and the water-soluble substance and the water-impemneable 
and biocompatible material, an additive such as physiologically acceptable stabilizers, solubilizing agents, preserva- 
tives, analgesics may be added. A liquid substance may be also added so long as a lipophilic drug and a water-soluble 
substance in a drug dispersion keep in a solid shape at the body temperature. A surfactant, typical solubilizing agent, 
can alter an infiltration rate of water and a solubility of a lipophilic drug at the site where water is infiltrated, and therefore, 
55 is useful for altering release of the lipophilic drug from the preparation. Specific examples are polysorvate 20, polys- 
orvate 80 and so on. 

[0033] The release rate of a lipophilic drug from a preparation of the present invention can be controlled for example 
by the following factors: 
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(1) Type of a water-soluble substance; 

(2) Type of an additive; 

(3) Mixing rate of a water-soluble substance and a lipophilic drug; 

(4) Total contents of a lipophilic drug , a water-soluble substance, and the other additive In the drug dispersion; 

s (5) Particle sizes of a lipophilic drug, a water-soluble substance, and the other additive in the drug dispersion; and 

(6) Exposed surface area of the drug dispersion. 

[0034] Total amount of a lipophilic drug, a water-soluble substance, and an additive in a drug dispersion of the present 
invention is not restricted so long as dispersion and molding are substantially possible, and therefore, will alter de- 

10 pending on the drug dispersion and a coating layer material used. The total content of the lipophilic daig, the water- 
soluble substance, and the additive in the drug dispersion can be more than 0.1%(W/W) and less than 70%(w/W), 
preferably more than 1 %(W/W) and less than 50%{W/W). and more preferably more than 1 %(W/W) and less than 30% 
(W/W). The content of the lipophilic drug should be variable depending on a type of a lipophilic drug . a disease to be 
treated, and its severity. I 

15 [0035] A preparation of the above item [1] may be in any shape so long as it allows the administration in vivo. For 
example, the preparation may be in rod shape such as cylindrical, prismatic, elliptic cylindrical, or spherical or elliptic 
spherical shape. The drug dispersion may be composed of one layer or a combination of multiple layers. I 
[0036] The shape of a preparation of the above item [2] may be any rod shapes which specifically include cylindrical, 
prismatic, and elliptic cylindrical ones. In case of administration via an injection needle, cylindrical shape is preferred. 

20 Drug dispersion may be in one layer or multiple layers. The cylindrical shape will be more particularly explained below. 
Thus, in the cross section taken at right angle to the axis of the preparation, it may be two-layer preparation wherein 
one layer of a drug dispersion is coated by a coating layer, or when having multiple layers of the drug dispersions, it 
may take the form of concentric circle with a single center of gravity, or may appear as one whose respective centers 
of gravity lie at different points in the cross section wherein several numbers of drug dispersions are scattered in the 

25 cross section. A preparation having multilayer of drug dispersions may contain the same or a different kind of a lipophilic 
drug in the respective drug dispersions. As an embodiment of the present invention, a preparation of the above item 
[2] are shown in Figs. 1 and 2. That is, Fig. 1 shows oblique views of the outer shape of two-layer preparation, and 
Fig. 2 shows cross sections of (a) a two-layer preparation, (b) a preparation with a single center of gravity, (c) a prep- 
aration with multi-center of gravity. 

30 [0037] As a method of preparing a solid comprising a lipophilic drug and a water-soluble substance which is dispersed 
in a water-impermeable and biocompatible material, a preparation wherein, for example, a homogeneous solid with a 
iipophilic druganda water-soluble substafK?e4sdispersedin a water-iniperrneabl^ andtiocompatibte malenaTcanbe 
obtained by dissolving the lipophilic drug and the water-soluble substance in a solvent in which both of them can be 
dissolved, followed by removing the solvent to give a solid, which is then milled or sieved, if necessary. A solid containing 

35 a lipophilic drug, a water-soluble substance, and an additive can be also obtained by adding the additive to the solution 
obtained above, which is then treated as stated above. As a method of removing a solvent, there is removal by distil- 
lation, drying, and so on. Drying may be performed by any method which is conventionally used, which typically includes 
drying by nitrogen-, helium-, or air-flow, drying in vacuo, air-drying, spray-drying using spray dryer, or a combination 
thereof. 

40 [0038] In the case of a preparation wherein each of a lipophilic drug and a water-soluble substance are dispersed 
in a water-impermeable and biocompatible material as a separate solid, respective solids of the lipophilic drug and the 
water-soluble substance can be prepared in the same manner as preparation of a homogeneous solid of a lipophilic 
drug and a water-soluble substance, followed by mixing the solids. In this procedure, an additive can be also added. 
In the same manner as preparation of a homogeneous solid of a lipophilic drug and a water-soluble substance, a 
homogeneous solid of a lipophilic drug and the above additive, or a homogeneous solid of a water-soluble drug and 
the above additive is prepared, either of which is respectively used as a solid of a lipophilic drug or a water-soluble 
substance and then mixed with other component(s), or both of which are mixed with other component(s), thereby a 
solid consisting of a lipophilic drug and a water-soluble substance with an additive can be obtained. When the above 
mixing is performed, an additive can be further added as well. 

so [0039] The preparation wherein a lipophilic drug is coated with a water-soluble substance can be prepared according 
to a well-known method such as coacervation method and micro-capsulization by precipitation on the interface of an 
emulsion (for example, described in "Microcapsule", Kondo et. al.. Third Copy, Sankyo Publisher Inc., 1981). At that 
time, an additive can be added if necessary. The preparation wherein a lipophilic drug is coated with a water-soluble 
substance can be also prepared by granulation. 

55 [0040] A drug dispersion can be prepared by mixing a solid consisting of a lipophilic drug and a water-soluble sub- 
stance with a water-impermeable and biocompatible material as a carrier component (i.e., to form an apparently ho- 
mogeneous composition), followed by molding to cure. 

[0041] Specifically, there are a method wherein a solid comprising a lipophilic dmg and a water-soluble substance 
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is mixed with a waterimpermeable and biocompatible material in the state of liquid or gel, followed by molding to cure, 
and a method wherein a solid consisting of a lipophilic drug and a water-soluble substance is added to a solution of a 
water-impermeable and biocompatible material in a solvent, followed by removing the solvent (for example, by removing 
by distillation, or drying) to be molded. In case that each of a lipophilic drug and a water-soluble substance are a 
5 separate solid particle, they can be added simultaneously or separately. The above additive can be also added if 
necessary. 

[0042] In case that a biocompatible material is a biocompatible polymer material, the preparation can be also pre- 
pared by the following method. In case that each of a lipophilic drug and a water-soluble substance are a separate 
solid particle, they can be added simultaneously or separately. The above additive can be also added if necessary. 

10 

(1) A method wherein, to a monomer in the state of liquid or gel, a solid consisting of a lipophilic drug and a water- 
soluble substance is added, mixed, to which a polymerization initiator is added, followed by molding in any shape 
by filling or extruding, and then curing by polymerization reaction. 

(2) A method wherein, to a polymer in the state of liquid or gel, a solid consisting of a lipophilic drug and a water- 
15 soluble substance is added, mixed, and then added a cross-linking agent, followed by molding in any shape by 

filling or extruding, and then curing by cross-linking of polymer. There is also a method wherein cross-linking is 
initiated by mixing a polymer in the state of liquid or gel containing a cross-linking agent with a polymer in the state 
of liquid or gel containing a catalyst. 

20 [0043] In order to prepare a preparation of the above item [2] of the present invention, a drug dispersion and a coating 
layer may be prepared separately or simultaneously. For example, a method of preparing a preparation of which shape 
is a cylinder with a single center of gravity includes, but not limited to, a method wherein a rod-like drug dispersion is 
prepared, which is coated with a liquid in which a coating layer substance is dissolved, followed by drying, or a method 
wherein a separately prepared drug dispersion is inserted to the tube which is prepared using a coating layer-consti- 

25 tuting substance, a method wherein a drug dispersion is molded in a tube prepared by a substance which constitutes 
a coating layer, and a method wherein components of a drug dispersion and a coating layer are simultaneously extruded 
from a nuzzle to be molded. The cylindrical composition wherein the daig dispersion is coated with a coating layer, 
obtained by the method above, is cut at an appropriate length. Sequentially cutting thereof provides a preparation of 
which both ends are open. 

30 [0044] A preparation of the present invention can be used for various purpose such as treatment or prevention of a 
disease occurred in an animal such as a human being or pet, or stimulation of growth or birth control. A method for 
administration includes subcutaneous^ intfarousculaf inieetkyn, indweUtngin a surgery; tntranasat insertion orTndweTT- 
Ing, intrarectal insertion or indwelling, for example a suppository, oral administration. 

35 BRIEF DESCRIPTION OF THE DRAWINGS 

[0045] Fig. 1 shows oblique views of a preparation in one embodiment of the present invention. 
[0046] Fig. 2 shows cross sections of a preparation in various embodiments of the present invention. 
[0047] Fig. 3 is a graph showing drug-release behavior of a preparation of the above item [2] (preparation 1), a 
40 preparation (preparation 1 A) wherein the drug dispersion is not coated with a coating layer, and a preparation (reference 
preparation) wherein the drug dispersion does not contain a water-soluble substance, in Examination 1 and Examina- 
tion 3. 

[0048] Fig. 4 is a graph showing a time course of the amount of Ivermectin remaining in a preparation of the above 
item [2] (preparation 1) in Examination 2 after it was subcutaneously administered the dorsal region of a mouse (n=3). 
45 [0049] Fig. 5 is a graph showing a time course of the concentration of ivermectin in the plasma in Examination 2 
after a preparation of the above item [2] (preparation 1 ) was subcutaneously administered to the dorsal region of mice 

(n=3). 

[0050] Fig. 6 shows two-valued data by white and black which were obtained by taking in a color photograph of 
section of a preparation of the above item [2] (preparation 1) by flat-bed scanner using 256-gradation gray scale In 

50 Examination 4, followed by dither-processing. 

[0051] Fig. 7 shows data which were obtained by taking in a color photograph of section of a preparation of the above 
item [2] (preparation 1) in Examination 4 by flat-bed scanner using 256-color, which was then resolved into RGB data, 
and red data thus obtained undenA/ent a dither-processing to give two-valued data by white and black thereby blue- 
colored portion was expressed by black. 

55 [0052] Fig. 8 shows two-valued data by white and black which was obtained by taking in a color photograph of section 
of a preparation, wherein the drug dispersion of the present invention does not coated with a coating layer, (preparation 
1 A) In Examination 4 by flat-bed scanner using 256-gradatlon gray scale, followed by a dither-processing . 
[0053] Fig. 9 shows data which were obtained by taking in a color photograph of section of a preparation, wherein 
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the drug dispersion of the present invention does not coated with a coating layer, (preparation 1 A) in Examination 4 
by flat-bed scanner using 256-color, which was then resolved into RGB data, and red data thus obtained undenvent a 
dither-processing to give two-valued data expressed by white and black thereby blue-colored portion was expressed 
by black. 

5 [0054] Fig. 10 shows two-valued data by white and black which was obtained by taking in a color photograph of 
section of a preparation with a coating layer, wherein the drug dispersion does not contained a water-soluble substance, 
(reference preparation) in Examination 4 by flat-bed scanner using 256-gradation gray scale, followed by a dither- 
processing. 

[0055] Fig. 11 shows data which were obtained by taking in a color photograph of section of a preparation with a 
^0 coating layer, wherein the drug dispersion does not contained a water-soluble substance, (reference preparation) in 
Examination 4 by flat-bed scanner using 256-color, which was then resolved into RGB data, and red data thus obtained 
undenA/ent a dither-processing to give two-valued data expressed by white and black thereby blue-colored portion was 
expressed by black. 

[0056] Fig. 12 is a graph showing a time course of the amount of ivermectin remaining in preparations 12-1^ (cor- 
^5 responding to a preparation of the above item [2], all of which have a coating layer) in Examination 5 after they were 
subcutaneousty administered to the dorsal region of mice (n=2). 

[0057] Fig. 13 is a graph showing a time course of the amount of ivermectin remaining in preparations 17-19| (all of 
which have no coating layer) in Examination 6 after they were subcutaneously administered to the dorsal region of 
mice (n=2). 

20 

EXAMPLES 

[0058] The present Invention will be decribed in detail by the following Examples and Preparations but the scipe of 
the present invention is not limited thereto. 

25 

Example 1 

[0059] One ml of a solution of 200mg of ivermectin in methanol and 5 ml of a solution of 1g of polyethylene glycol 
4000 in methanol were mixed, which was dried under nitrogen flow followed by drying in vacuo. The obtained solid 

30 was milted, passed through a sieve (212 ^m). A portion of a powder thus obtained (450mg) and Silastic''''^ Medical 
Grade ETR Elastomer Q7-4750 Component A (526mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Com- 
ponent B (526mg) were mixed to give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 
Component A (50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a 
coating layer component. Thus obtained drug dispersion component and coating layer component were molded by 

^ extruding from a double extruder (1 .9mm of the inner diameter of the outer nozzle, and 1 .6mm of the inner diameter 
of the inner nozzle) which enables them to be molded by extruding so that the drug dispersion is concentrically coated 
with the coating layer, and was allowed to stand at room temperature to cure, which was cut to obtain the cylindrical 
preparation 1 (the length of the preparation is 5mm, the diameter of the preparation is 2.2mm, and the diameter of the 
drug dispersion is 1 .7mm). 

40 

Examination 1 

[0060] Preparation 1 prepared in Example 1 was allowed to stand In a phosphate buffered solution (containing 0.3% 
polysorvate 20) (1ml) at 37''C, and then, the quantity of ivermectin released from the preparation was determined by 
^5 a high performance liquid chromatography to obtain an accumulated release rate thereof. The results are shown in 
Fig. 3. 

[0061] As shown in Fig. 3, the release at a constant rate over month-order was achieved in this release examination. 
Examination 2 

50 

[0062] Preparation 1 prepared in Example 1 was subcutaneously administered to a mouse, whole blood was collected 
from the mouse under anesthesia with ether at the day of determination, and then, the concentration of ivermectin in 
the plasma was determined by a high performance liquid chromatography. In addition, the preparation which had been 
administered was removed, eluted with methanol, which was determined by high performance liquid chromatography 
55 to obtain the amount of ivermectin remained in the preparation after subcutaneous administration to a mouse. The 
results thereof are shown in Fig. 4 and Fig. 5. 

[0063] As shown in Fig. 4 and Fig. 5, ivermectin remained in the preparation one month after administration, and a 
high concentration of ivermectin was detected in mouse plasma. This results are considered to show that a lipophilic 
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drug is gradually released at a month-order from a preparation administered to an animal, and then, the concentration 
of the lipophilic drug in blood can be sustained over the long period of time. 

Example 1A 

5 

[0064] One ml of a solution of 400mg of ivermectin in methanol and 5 ml of a solution of 2g of polyethylene glycol 
4000 In methanol were mixed, which was dried under nitrogen flow followed by drying in vacuo. The obtained solid 
was milled, passed through a sieve (212 ^im). A portion of a powder thus obtained (300mg) and Silastic*™ Medical 
Grade ETR Elastomer Q7-4750 Component A (350mg) and Silastic^**^ Medical Grade ETR Elastomer Q7-4750 Com- 
10 ponent B (350mg) were mixed, which was molded by extruding from a cylindrical nozzle, and then allowed to stand at 
room temperature to cure, which was cut to obtain the cylindrical preparation 1 A (the length of the preparation is 5mm. 
the diameter of the preparation is 1 .5mm). 

Reference Example 

15 

[0065] 450mg of powder which was obtained by milling ivermectin followed by passing through a sieve (212 ^m), 
and Silastic^" Medical Grade ETR Elastomer Q7-4750 Component A (526mg) and Silastic™ Medical Grade ETR 
Elastomer Q7-4750 Component B (526mg) were mixed to obtain a drug dispersion component. Silastic™ Medical 
Grade ETR Elastomer Q7-4750 Component A (50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component 

20 B (50g) were mixed to obtain a coating layer component. The drug dispersion component and the coating layer com- 
ponent thus obtained were molded by extruding from a double extruder (1.9mm of the inner diameter of the outer 
nozzle, and 1 .6mm of the inner diameter of the inner nozzle) which enables them to be molded by extruding so that 
the drug dispersion is concentrically coated with the coating layer, and was allowed to stand at room temperature to 
cure, which was cut to obtain the cylindrical reference preparation (the length of the preparation is 5mm, the diameter 

25 of the preparation is 2.2mm, and the diameter of the drug dispersion is 1 .7mm). 

Examination 3 

[0066] Preparation 1 A and reference preparation prepared in Example 1 A and Reference Example were tested in 
30 the same manner as that for Preparation 1 to obtain an accumulated release rate. The results are shown in Fig. 3. 
[0067] The release rate of the drug of preparation 1 is faster than that of the reference preparation containing no 
water-soktblesubstance, whtctt s h owed a release- enhancing effectt>y awater-sotubte substance dispersed Tn a drug 
dispersion of the preparation of the present invention. In addition, in preparation 1 , the drug-release at the initial stage 
is suppressed and a practically constant release rate is retained over a long period of time in contrast to preparation 
35 1 A with no coating layer, which showed the effect of a coating layer. 

[0068] These results demonstrate that the preparation of the present invention enables the control of the drug-release 
including the enhancement and suppression of release, and the improvement of a time course of release rate of a 
lipophilic drug. 

40 Examination 4 

[0069] Each of preparation 1, preparation 1A and reference preparation were allowed to stand at 37^C in 1 ml of 
phosphate buffered solution (containing 0.3% Tween 20) containing a pigment (Blue No.1), and 2 weeks later, each 
of the preparations were cut along the axial direction, and observed infiltration of a pigment into the preparations. The 

45 results are shown in Figs. 6-11 . 

[0070] Figs. 6. 8 and 1 0 show two-valued data by white and black which obtained by taking in a color photograph of 
section of preparations 1 and 1 A, and reference preparation by flat-bed scanner using 256-gradation gray followed by 
dither-processing. Figs. 7, 9, and 11 show data which was obtained by taking in a color photograph of section of 
preparations 1 and 1 A, and reference preparation by flat-bed scanner using 256-color, which was resolved into RGB 

50 data, and red data thus obtained underwent a dither-processing to give two-valued data by white and black thereby 
blue-colored portion was expressed by black. 

[0071] In preparation 1 A, a pigment infiltrates into the inside of the preparation from the entire surface of the prep- 
aration, while infiltration of the pigment in preparation 1 occurs from only the both ends of the drug dispersion which 
are exposed at the surface of the preparation. The comparison between preparation 1 and preparation 1 A demonstrates 
55 that infiltration of water in preparation 1 is controlled by coating a drug dispersion containing a lipophilic drug with a 
water-impermeable coating layer. 

[0072] In preparation 1 , infiltration of a pigment was observed, while in a reference preparation, only very slight 
infiltration of a pigment was observed at a part of the preparation. The comparison between preparation 1 and reference 
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preparation demonstrates that infiltration of water in preparation 1 is controlled by a water-soluble substance which is 
contained in the drug dispersion of the preparation. 

Example 2 

5 

[0073] Preparation 1A was dipped in 10% ethylene-vinyl acetate copolymer (EVA)/chloroform solution, and then, 
dried at room temperature. Both ends thereof was cut to obtains preparation 2 (the length of the preparation is 5mm, 
the diameter of the preparation is 1 .9mm, the diameter of the drug dispersion is 1 .4mm). 

10 Example 3 I 

[0074] 150 mg of powder obtained by milling ivermectin followed by passing through a sieve (212 \i m), and 750 mg 
of powder obtained by milling sucrose followed by passing through a sieve (212 ^m) were vigorously shaken, and a 
portion of the obtained powder mixture (600mg) and Silastic^*^ Medical Grade ETR Elastomer Q7-4750 Compohent A 

15 (700mg) and Silastic^*^ Medical Grade ETR Elastomer Q7-4750 Component B (700mg were mixed to give a drug 
dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 Component A (50g) and Silastic'^ Medical 
Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a coating layer component. Thus obtained 
drug dispersion component and coating layer component were molded by extruding from a double extruder (1 .9mm 
of the inner diameter of the outer nozzle, and 1 .6mm of the inner diameter of the inner nozzle) which enables them to 

20 be molded by extruding so that the drug dispersion is concentrically coated with the coating layer which enables them 
to be molded by extruding so that the drug dispersion is concentrically coated with a coating layer, and was allowed 
to stand at room temperature to cure, and allowed to stand at room temperature to cure, which was cut to obtain the 
cylindrical preparation 3 (the length of the preparation is 5mm, the diameter of the preparation is 2.0mm, and the 
diameter of the drug dispersion is 1 .6mm). 

25 [0075] The drug dispersion component prepared when preparation 3 was prepared was molded by extruding from 
a cylindrical nozzle, and further dipped in 1 0% ethylene-vinyl acetate copolymer (EVA)/chloroform solution, and then, 
dried at room temperature, followed by cutting to give preparation 4 (the length of the preparation is 5mm, the diameter 
of the preparation is 1 .9mm, and the diameter of the drug dispersion is 1 .5mm). 

30 Example 4 

(0076]. iveiwieGti»<700ffig>, f)olyethylene^lycof 4QOO<700 mg ) an d p o l y s oiv at e 2Q(7mg) were drssolved in methanol 
(4ml), dried under nitrogen flow followed by drying in vacuo. The obtained solid was milled and passed through a sieve 
(212 m). A portion (600mg) of the obtained powder mixture and Silastic^'^ Medical Grade ETR Elastomer Q7-4750 

35 Component A (700mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (700mg) were mixed to 
give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 Component A (50g) and Silas- 
tic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a coating layer component. Thus 
obtained drug dispersion component and coating layer component were molded by extruding from a double extruder 
(1 .9mm of the inner diameter of the outer nozzle and 1 .6mm of the inner diameter of the inner nozzle) which enables 

40 them to be molded by extruding so that the drug dispersion is concentrically coated with the coating layenwhich enables 
them to be molded by extruding so that the drug dispersion is concentrically coated with a coating layer, and was 
allowed to stand at room temperature to cure, and allowed to stand at room temperature to cure, which was cut to 
obtain the cylindrical preparation 5 (the length of the preparation is 5mm, the diameter of the preparation is 1.9mm, 
and the diameter of the drug dispersion is 1.5mm). 

45 

Example 5 

[0077] Ivermectin (400mg) and polyethylene glycol 4000 (2g) were dissolved In methanol (15ml), to which sodium 
chloride (400mg) was added, mixed, and dried under nitrogen flow followed by drying in vacuo. The obtained solid was 

so milled and passed through a sieve(21 2 ^m); A portion (600mg) of the obtained powder mixture and Silastic™ Medical 
Grade ETR Elastomer Q7-4750 Component A (700mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Com- 
ponent B (700mg) were mixed to give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 
Component A (50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a 
coating layer component. Thus obtained drug dispersion component and coating layer component were molded by 

55 extruding from a double extruder (1 .9mm of the inner diameter of the outer nozzle, and 1 .6mm of the inner diameter 
of the inner nozzle) which enables them to be molded by extmding so that the drug dispersion is concentrically coated 
with the coating layerwhich enables them to be molded by extruding so that the drug dispersion is concentrically coated 
with a coating layer, and was allowed to stand at room temperature to cure, and was allowed to stand at room tem- 
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perature to cure, which was cut to obtain the cylindrical preparation 6 (the length of the preparation is 5mm, the diameter 
of the preparation is 2.0mm, and the diameter of the dmg dispersion is 1.6mm). 

Example 6 

5 

[0078] 11 ml of a solution of estradiol(300mg) In methanol and 7.5ml of a solution of polyethylene glycol 4000 (1 .5g) 
in methanol were mixed, dried under nitrogen flow followed by drying in vacuo. The obtained solid was milled and 
passed through a sieve (212 ^im). A portion (300mg) of the obtained powder mixture and Silastic*™ Medical Grade 
ETR Elastomer Q7-4750 Component A (350mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component 

10 B (350mg) were mixed to give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 Com- 
ponent A (50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a coating 
layer component. Thus obtained drug dispersion component and coating layer component were molded by extruding 
from a double extruder (1 .9mm of the inner diameter of the outer nozzle, and 1 .6mm of the inner diameter of the inner 
nozzle) which enables them to be molded by extruding so that the dmg dispersion is concentrically coated with the 

15 coating layer, and was allowed to stand at room temperature to cure, which was cut to obtain the cylindrical preparation 
7 (the length of the preparation is 5mm, the diameter of the preparation is 2.0mm, and the diameter of the drug dispersion 
is 1 .7mm). 

Example 7 

20 

[0079] Ivermectin (28. 1g) and polyethylene glycol 4000 (28.1 mg) were dissolved in methanol (400ml) by using ul- 
trasonic, which was dried in vacuo by using evaporator and vacuum pump. The obtained solid was milled and passed 
through a sieve (212 ^im). A portion (2.353g) of the obtained powder mixture and Silastic™ Medical Grade ETR Elas- 
tomer Q7-4750 Component A (2.745g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (2.745g) 

25 were mixed to give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 Component A 
(50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a coating layer 
component. Thus obtained drug dispersion component and coating layer component were molded by extruding from 
a double extruder (3.0mm of the inner diameter of the outer nozzle, and 2.7mm of the inner diameter of the inner 
nozzle) which enables them to be molded by extruding so that the drug dispersion is concentrically coated with the 

30 coating layer, and allowed to stand at 37**C to cure, which was cut to obtain a cylindrical preparation 8 (the length of 
the preparation is 7.5mm, the diameter of the preparation is 2.9mm, and the diameter of the drug dispersion is 2,3mm), 
a cylindrical preparation 9 (the length of the p^epaiatiorv 4^ 30mm. the^anrteter of the p repa r a ti o n is 2.9mm, and the 
diameter of the drug dispersion is 2.3mm). a cylindrical preparation 10 (the length of the preparation is 60mm, the 
diameter of the preparation is 2.9mm, and the diameter of the drug dispersion is 2.3mm). 

35 

Example 8 

[0080] 4.35g of ivermectin passed through a sieve (212 ^m) and 4.35g of sucrose obtained by milling followed by 
passing through a sieve (212 ^m) were vigorously mixed. A portion of the obtained powder mixture (2.125g) and 

40 Silastic™ Medical Grade ETR Elastomer Q7-4750 Component A (2.479g) and Silastic™ Medical Grade ETR Elastomer 
Q7-4750 Component B (2.479g) were mixed to give a drug dispersion component. Silastic™ Medical Grade ETR 
Elastomer Q7-4750 Component A (50g) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) 
were mixed to give a coating layer component. Thus obtained drug dispersion component and coating layer component 
were molded by extruding from a double extruder (3.0mm of the inner diameter of the outer nozzle, and 2.7mm of the 

45 inner diameter of the Inner nozzle) which enables them to be molded by extruding so that the drug dispersion is con- 
centrically coated with the coating layer, and allowed to stand at 37°C to cure, which was cut to obtain the cylindrical 
preparation 11 (the length of the preparation Is 60mm, the diameter of the preparation is 2.9mm, and the diameter of 
the drug dispersion is 2.4mm). 

50 Example 9 

[0081] Ivermectin (600mg) and sodium lauryl sulfate (600mg) were dissolved in methanol (15ml). which was dried 
under nitrogen flow followed by concentrating by using vacuum pump. The obtained solid was milled followed by passing 
through a sieve (212 ^im). A portion of the obtained powder (BOOmg) and Silastic™ Medical Grade ETR Elastomer 
55 Q7-4750 Component A (700mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (700mg) were 
mixed to give a drug dispersion component. Silastic™ Medical Grade ETR Elastomer Q7-4750 Component A (50g) 
and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component B (50g) were mixed to give a coating layer com- 
ponent. Thus obtained drug dispersion component and coating layer component were molded by extruding from a 
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double extruder (1 .9mm of the inner diameter of the outer nozzle, and 1 .6mm of the inner diameter of the Inner nozzle) 
which enables them to be molded by extruding so that the drug dispersion is concentrically coated with a coating layer, 
and allowed to stand at Sy'C to cure, which was cut to obtain the cylindrical preparation 1 2 (the length of the preparation 
is 5mm, the diameter of the preparation Is 1.9mm, and the diameter of the drug dispersion is 1.5mm, ivermectin : 
5 sodium lauryl sulfate = 15:15). 

Example 1 Q 

[0082] Ivermectin (600mg) and sodium lauryl sulfate (200mg) were dissolved in methanol (10ml), which was dried 
10 under nitrogen flow followed by concentrating by using vacuum pump. The obtained solid was milled followed by ppssing 
through a sieve (21 2 ^m). A portion (400mg) of the obtained powder and sucrose (200mg) obtained by milling followed 
by passing through a sieve (212 fim) were vigorously mixed. According to a method analogous to that of Example 9 
and using the powder mixture, a cylindrical preparation 13 was obtained (the length of the preparation is 5mm, the 
diameter of the preparation is 2.0mm, and the diameter of the drug dispersion is 1 .5mm, lvermectln:sodiunri lauryl 
15 sulfate:sucrose = 15:15:10). 

Example 11 | 

[0083] Ivermectin (600mg) and sodium lauryl sulfate (40mg) were dissolved in methanol (10ml), which was dried 
20 under nitrogen flow followed by concentrating by using vacuum pump. The obtained solid was milled followed by passing 
through a sieve (212 ^m). A portion (320mg) of the obtained powder and sucrose (280mg) obtained by milling followed 
by passing through a sieve (212 ^m) were vigorously mixed. According to the method analogous to that of Exajnple 9 
and using the powder mixture (600mg), a cylindrical preparation 1 4 was obtained (the length of the preparation is 5mm, 
the diameter of the preparation is 1 .9mm, and the diameter of the drug dispersion is 1 .5mm, ivermectin:sodium lauryl 
25 sulfate:sucrose = 15:1:14). 

Example 12 

[0084] Ivermectin (600mg) and sodium tauryl sulfate (Smg) were dissolved In methanol (1 0ml), which was dried under 
30 nitrogen flow followed by concentrating in vacuo by using vacuum pump. The obtained solid was milled followed by 
passing through a sieve (21 2 ^ m). A portion (304mg) of the obtained powder and sucrose (296mg) obtained by milling 
followed by passing through a sieve (212 ^m) were vigorously mixed. According to a method analogous to that of 
Example 9 and using the powder mixture (600mg), a cylindrical preparation 15 was obtained (the length of the prep- 
aration is 5mm, the diameter of the preparation Is 1 .9mm, and the diameter of the drug dispersion is 1 .5mm, ivermectin: 
35 sodium lauryl sulfate:sucrose = 15:0.2:14.8). 

Example 13 

[0085] Ivermectin (300mg) passed through a sieve (212 ^m) and sucrose (300mg) obtained by milling followed by 
40 passing through a sieve (212 \i m) were vigorously mixed. According to the method analogous to that of Example 9 
by using the powder mixture (600mg), a cylindrical preparation 1 6 was obtained (the length of the preparation Is 5mm, 
the diameter of the preparation is 2.0mm, and the diameter of the drug dispersion is 1 .4mm, ivemnectin:sucrose = 1 5: 
15). 

45 Preparation 5 

[0086] Each of preparations obtained in Example 9- Example 1 3 (see Table 1 ) were subcutaneously administered 
to mice, and at the day of detemninatlon, whole blood was collected from the mice under anesthesia with ether. Then, 
the preparation which had been administered was removed, eluted with methanol, which was determined by high 
50 performance liquid chromatography to obtain the content of ivermectin remained in the preparation after subcutaneous 
administration to mice. The results are shown in Fig, 12. 

[0087] As shown in Fig. 1 2, by altering the composition of a lipophilic drug and a water-soluble drug which are dis- 
persed in the drug dispersion of the preparation of the present invention, the drug-release rate can be controlled. 

55 
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Table 1 



Sample No. 


Content(%) of powder in the drug dispersion 


Composition of powder ivermectin:sodium lauryl 
sulfate:sucrose = 


Preparation 12 


30 


15:15:0 


Preparation 13 


30 


15:5:10 


Preparation 14 


30 


15: 1 :14 


Preparation 15 


30 


15: 0.2:14.8 


Preparation 16 


30 


15:0:15 



Example 14 



[0088] Ivermectin (600mg) and sodium desoxychollc acid (600mg) were dissolved in methanol (15ml), which was 
dried under nitrogen flow followed by concentrating in vacuo by using vacuum pump. The obtained solid was milled 
followed by passing through a sieve (21 2 m). A portion (600mg) of the obtained powder and Silastic''** Medical Grade 
ETR Elastomer Q7-4750 Component A (700mg) and Silastic™ Medical Grade ETR Elastomer Q7-4750 Component 
B (700mg) were mixed, which was molded by extruding from a cylindrical nozzle, and then allowed to stand at 37''C 
to cure, which was cut to obtain a cylindrical preparation 17 (the length of the preparation is 5mm, the diameter of the 
^ preparation is 1 .5mm, ivermectin:sodium desoxycholic acid = 15:15). 

Example 1 5 

[0089] Ivermectin (600mg) and sodium desoxycholic acid (200mg) were dissolved in methanol (10ml). which was 
dried under nitrogen flow followed by concentrating in vacuo by using vacuum pump. The obtained solid was milled 
followed by passing through a sieve (21 2 [i m). A portion (400mg) of the obtained powder and sucrose (200mg) obtained 
by milling followed by passing through a sieve (212 ^m) were vigorously mixed. According to the method analogous 
to that of Example 14 and using the powder mixture (GOOmg), a cylindrical preparation 18 was obtained (the length of 
the preparation Is 5mm and the diameter of the preparation is 1 .5mm, ivermectin:sodium desoxycholic acid:sucrose 
^ =15:5:10). 

Example 16 

[0090] Ivermectin (600mg), sodium desoxycholic acid (200mg) and polyethylene glycol 4000 (400mg) were dissolved 
^ in methanol (10ml), which was dried under nitrogen flow followed by concentrating in vacuo by using vacuum pump. 
The obtained solid was milled followed by passing through a sieve (212 [im). According to a method analogous to that 
of Example 1 4 by using a portion (600mg) of the obtained powder, a cylindrical preparation 1 9 was obtained (the length 
of the preparation is 5mm, the diameter of the preparation is 1 .4mm, ivermectin : sodium desoxycholic acid: polyeth- 
ylene glycol 4000=15:5:10). 

40 

Preparation 6 

[0091] Each of preparations obtained in Example 14 - Example 16 (see Table 2) were subcutaneously administered 
to mice, and at the day of determination, whole blood was collected from the mice under anesthesia with ether. Then, 
the preparation which had been administered was removed, eluted with methanol, which was determined by high 
performance liquid chromatography to obtain the content of ivermectin remained in the preparation after subcutaneous 
administration to mice. The results are shown in Fig. 1 3. As shown in Fig. 1 3, by altering the composition of a lipophilic 
drug and a water-soluble drug which are dispersed in the drug dispersion of the preparation of the present invention, 
the drug-release can be controlled. 

50 



Table 2 





Sample No. 


Content(%) of powder in the drug dispersion 


Composition of powder 




preparation 17 


30 


ivermectin: sodium desoxycholic acid= 15:15 


55 


preparation 18 


30 


ivermectin:sodium desoxycholic acid:sucrose= 








15: 5:10 
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Table 2 (continued) 



Sample No. 


Content(%) of powder in the drug dispersion 


Composition of powder 


preparation 19 


30 


ivermectlnisodium desoxycholic acid: 
polyethylene glycol 4000= 15:5:10 



EFFECTS OF THE INVENTION 



[0092] A preparation of the present invention enables the control of drug-release including enhancement and sup- 
to pression of release of a lipophilic drug, and improvement of variation of the drug-release rate with time. Partlci^arly. a 
preparation of the above item [2] can persistently release the practically constant amount of a drug over a long period 
of time. 

[0093] In addition, controlling the release of a lipophilic doig in a preparation of the present invention can be accom- 
plished by selecting the followings: I 

IS 

(1) Type of a water-soluble substance; 

(2) Type of an additive; I 

(3) Mixture ratio of a water-soluble substance and a lipophilic dmg; ' 

(4) Total content of a lipophilic drug, a water-soluble substance and the other additive in a drug dispersion; 

^ (5) Particle size of a lipophilic drug, a water-soluble substance and the other additive in a drug dispersion; and 

(6) Disposed area of a drug dispersion. 



Claims 

25 

1. A sustained release preparation of a lipophilic dmg, comprising a drug dispersion wherein the lipophilic drug and 
a water-soluble substance are dispersed, in a solid state at the body temperature of an animal or a human being 
to which the preparation is to be administered, in a water-impermeable and biocompatible material. 



^ 2. The sustained release preparation of a lipophilic drug as claimed in Claim 1 , which is a rod preparation comprising 
a drug dispersion and a coating layer, wherein 

in said drug dispersion the lipophilic drug and the water-soluble substance are dispersed, in a solid state at 
the body temperature of an animal or a human being to which the preparation is to be administered, in a water- 
^ impermeable and biocompatible material, 

said coating layer comprises a water-impemieable and biocompatible material which is same as or different 
from that used for said drug dispersion, and 

said drug dispersion is exposed from the surface of the preparation at one or both end(s) of the axial direction 
thereof. 

40 

3. The sustained release preparation of a lipophilic drug as claimed in Claim 1 or 2 wherein the water-impermeable 
and biocompatible material is a biocompatible polymer material. 

4. The sustained release preparation of a lipophilic drug as claimed in Claim 1 or 2 wherein the water-impermeable 
and biocompatible material is silicone. 

5. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1 -4 wherein the water- 
soluble substance is an amphipathic substance. 

6. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-4 wherein the water- 
soluble substance is polyethylene glycol, polyoxyethylene polyoxypropylene glycol, or sucrose esters of fatty adds. 

7. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-4 wherein the water- 
soluble substance Is sodium lauryl sulfate or sodium desoxycholic acid. 



55 



8. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-4 wherein the water- 
soluble substance is sugars. 
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9. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-4 wherein the water- 
soluble substance is an amino acid. 

10. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-4 wherein the water- 
5 soluble substance is a water-soluble drug. 

11. The sustained release preparation of a lipophilic drug as claimed in any one of Claims 1-10 wherein the lipophilic 
drug Is Ivermectin, ceftiofur, dexamethasone, or estradiol. 

10 
15 
20 
25 
30 
35 
40 
45 
50 
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Fig. 3 
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Fig. 5 
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Fig. 7 
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Fig. 10 
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Fig. 11 
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Fig. 12 
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Fig. 13 
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